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What is the study about?
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Osteoarthritis (OA), characterized by gradual loss of cartilage, is the most common joint
disorder in the world. It is one of the most frequent causes of pain, loss of function and
disability in adults. OA of the knee is particularly common and currently there is no therapy
that can slow the progression of OA.

Evidence suggests that vitamin D deficiency plays an important role in the development of
knee OA, with low levels of vitamin D being associated with faster loss of cartilage from the
knee joint. However, we do not know if correcting vitamin D deficiency using vitamin D
supplements will slow this loss of cartilage and thus slow the worsening of knee osteoarthritis.
VIDEO is a randomised controlled trial which will compare osteoarthritic changes in the
knee in patients receiving vitamin D supplementation with those receiving a placebo.

Who is being asked to participate?
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Subjects who have had symptoms of knee OA for at least 6 months and who are aged
between 50 and 79 years are invited to be tested for vitamin D deficiency for this study.
Those with mild to moderate vitamin D deficiency [serum 25-(OH)D levels between
12.5 and 60 mmol/1] will participate in this study.

What will the study involve?
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If you agree to participate in the study we will ask you to do the following:

1. Enrol in the study now by returning your expression of interest form. Please only
read your consent form at home; do not sign it; it will be signed in conjunction with
the research officers when you come in for your first appointment.

2. Attend a screening visit where your suitability for the study will be assessed. We will take
blood to test vitamin D levels, perform a knee X-ray (unless you have had a knee X-ray

within the last 12 months) and ask a few simple questions about your health.

If you have mild to moderate vitamin D deficiency, we would like you to continue in the
study.

If any of the following apply to you, you will not be asked to continue in the study:



¢ Normal vitamin D levels (>60 nmol/L). In this case, you will be given a copy of
your vitamin D result.

e Severe vitamin D deficiency (<12.5 nmol/L). In this case, we suggest that you see
your GP and we will give you a copy of your results and some information to take
to your GP.

e Severe knee osteoarthritis on your X-ray, and severe or mild knee pain.

® Having taken vitamin D supplements or an investigational drug in last 30 days.

e Having any of the following conditions:

Rheumatoid arthritis, psoratic arthritis, lupus, cancer
Hypersensitivity to vitamin D

Any contra-indication to having an MRI scan

Known severe kidney and cardiac problems
Malabsorption

Significant trauma to the knees including arthroscopy
knee or hip surgery in the next 2 years

3. Once you are included in the study, you will attend assessments at baseline, and
then at 1 year and 2 years, with the option of three months and six months
(maximum6 visits including the screening visit). The study will go for two years as
the effects of vitamin D on cartilage take this long to be measured adequately. The
baseline and year 2 visits utilise a comprehensive protocol which takes about
approximately 2.5 hours. Other visits will take about half an hour. Measures will be
done at the Menzies Research Institute in Hobart for Tasmania participants and the
Epworth Hospital and Caulfield Hospital in Melbourne for Victorian participants.

4. The following measures will occur at visits as specified below:

a)

b)

c)

d)
e)

f)

g)

h)

Questionnaires that enquire about your joint symptoms, sunlight exposure, smoking,
diet, depression, medications you have used and history of knee injury and surgery
history at each visit.

Measurement of height, girth (hip and waist), body fat and blood pressure at baseline
and final visits. Weight will be measured baseline and final visit.

Blood (up to 25 ml at the screening, 3 months and final visits) will be taken to look
at serum vitamin D levels, calcium, phosphate, creatinine and other markers.

Knee X-ray at baseline.

Knee MRI (Magnetic Resonance Imaging) at baseline and final visits. The MRI scan
will take about 20 minutes.

Measurement of physical activity using the International Physical Activity
Questionnaire (IPAQ) short form and a pedometer at baseline and final visit. You will
be asked to wear a pedometer for 7 days and to fill out a diary showing the times you
were wearing it.

Measurement of muscle strength by dynamometry in the lower limb and hand at all
visits.
Measurements of vital signs, adverse events, and pill counts will occur at all visits.

5. Take either a vitamin D supplement (50,000 IU each tablet) or a placebo tablet each
month. Placebo tablets do not contain any active ingredient. As this is a blinded trial you
will be unaware of which type of tablets you have received until we have completed the
study.



Are there any risks or discomforts?
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The study involves few risks.

MRI uses magnetic fields to make diagnostic images of the body. There are no known
harmful effects. Since MRI uses a strong magnet, however, certain types of metal on or
within the body may be attracted and could potentially be harmful. A safety screening
form will be given to you to determine if it is safe to go near the magnet. If you have
metal sutures, presence of shrapnel, iron filings in the eye and/or a pacemaker, you will
not be included in the study. If you have significant claustrophobia, you will also not be
included. The knee MRI is simple, safe, and painless.

The X-ray measurement in this study does involve exposure to ionising radiation. The total
dose of this measurement is <0.1 mSv. This is well under the NHMRC guidelines for
volunteers of SmSv per year or 10mSv per 5 years. This is unlikely to be associated with an
increased risk of disease based on current evidence. Lead shielding is used to protect your
gonads and other organs.

Collection of blood samples is done by a qualified venpuncturist. This causes minimal risk,
but there may be a slight chance of bruising afterwards. If you have needle phobias or
problems with blood collection we are able to provide emla (anaesthetic) patches to be
applied to the blood taking site half an hour before the sample is collected. We endeavour to
make the collection process as simple and as stress free as possible.

The doses of vitamin D we will use during the study are safe. There is no evidence of adverse
effects with serum 25(OH)D concentrations <140 nmol/L. This concentration requires a total
vitamin D intake of 10,000 IU per day to attain which is substantially greater than the dose
we will use. Any side effects are therefore unlikely.

Rarely, a person may have increased calcium/phosphate level in their blood from this dose of
vitamin D. For this reason, we ask that you do not take any calcium supplement tablets
during the trial. We will check that your blood calcium levels are satisfactory after 3 months
treatment. In addition, should you experience symptoms such as nausea, vomiting,
constipation, loss of appettie, apathy, headache, thirst, sweating or increased production of
urine, we ask that you notify us in case your calcium levels need checking.

Other side effects are unlikely unless you have significant kidney problems, but these include
deposits of calcium occurring in the kidneys or blood vessels. If you have known kidney
problems, you will be excluded from the study.

Do I have any benefits from this study?
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We will inform you of abnormal findings from knee MRI, X ray and other tests, so that
you can then consult with your GP. You may also benefit from vitamin D treatment.

Is the study confidential?
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Yes. The information you provide will be treated confidentially.



All data collected in this study will be maintained on confidential password protected
databases at the Menzies Research Institute or Department of Epidemiology &
Preventive Medicine, Monash University, and names will be stored separately to the
data. Access will be limited to the chief researchers and support staff only.

Identifiable information will not be released to anyone outside the research team and
will not be used for any other purpose. You will not be identified in any reports or
presentations that arise from the research.

Do I have fto participate?
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No. Participation is entirely voluntary. Even if you agree to participate now, you will be
able to withdraw from this study at any time without prejudice. You can also change
your mind between now and the testing period.

Any other questions
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If you have any other questions you wish to be answered before consenting, please call
the Project Officer, Kay Nguo or Jodi Barling on 03 6226 7793 (Hobart)
E-mail: video.study @menzies.utas.edu.au

Judy Hankin or Alice Noone on 03 9903 0553 (Melbourne)
Email: judy.hankin @monash.edu or alice.noone @monash.edu

Who do I contact if I have concerns or complaints?
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This project has received ethical approval from the Tasmanian Health and Medical
Human Research Ethics Committee, and Monash University Standing Committee on
Ethics in Research Involving Humans (SCERH).

Should you have any complaint concerning the manner in which this research is conducted,
please do not hesitate to contact the Executive Officer of the Human Research Ethics
Committee (Tasmania) Network on 62267479 or humanethics @utas.edu.au (in Hobart), or
Human Ethics, Monash Research Office on 9905 5490 or muhrec @ adm.monash.edu.au (in
Melbourne).

The research Team
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